In the present issue, de Castro-Sala et al. report an association between two single-nucleotide polymorphisms in the regulator of G-protein signalling 4 (RGS4) gene, a candidate gene for schizophrenia and psychotic-like experiences, in 808 healthy individuals [1] . Recent papers in this journal have focused on the genetic association between polymorphisms in candidate genes and risk behaviour [2] or associations between polymorphisms of the dopamine transporter and gene personality traits in patients with bipolar disorder [3] . None of these were published with replications in independent cohorts.
Many decades of genetic case-control association studies have produced very extensive and conflicting literature on candidate gene associations for many different complex psychiatric disorders. All these association studies have yielded an infinitude of publications with very few consistent replications.
Researchers have become sceptical of the candidate gene approach, given the plethora of associations that have failed to replicate despite highly plausible aetiological relevance after the enthusiasm over positive results from an initial study. This is even more true when interactions between candidate genes and other risk factors or environmental variables are modelled, which makes it almost impossible not to find significant findings that are later nonreplicated in independent cohorts. A recent evaluation of historical candidate genes for schizophrenia points towards inadequate statistical power as the primary reason for the
